Congenital biliary dilatation is frequently complicated by biliary tract cancer, and anomalous junction of the pancreaticobiliary ductal system, a major factor constituting the pathology of this disease, is considered to be important as a back ground for carcinogenesis in the biliary tract. To clarify the mechanism of car cinogenesis in the biliary tract under the circumstance of anomalous junction, we evaluated the mutagenicity of the contents of the biliary tract in patients with congenital biliary dilatation and analyzed the nuclear atypia of the biliary epithelium by fluorocytometry. A mutagenicity test using Bacillus subtilis showed positive results in 6 of 12 patients. Since mutagenicity correlates well with car cinogenicity, these results suggest the necessity of separation surgery between the bile and pancreatic ducts in patients with anomalous junction regardless of the presence or absence of biliary dilatation. On the other hand, DNA histograms of the nuclei of gallbladder epithelial cells produced by fluorocytometry in 4 patients revealed a high incidence of polyploid DNA in 2 patients with marked hypertrophic changes. These patients were also positive for mutagenicity of the contents of the biliary tract, suggesting that mutagens are involved in the atypia at the cellular and nuclear levels.
Introduction
In patients with congenital biliary dilatation, biliary tract cancer is frequently ob served and in addition, tends to develop at younger ages than in the general population.1
On the other hand, anomalous junction of the pancreaticobiliary ductal system is an important factor constituting the pathology of congenital biliary tract dilatation, and intrabiliary regurgitation of pancreatic juice due to anomalous junction has attracted attention as a background for carcinogenesis in the biliary tract. 2 In this study, to clarify the mechanism of carcinogenesis in the biliary tract under anomalous junction, we evaluated the mutagenicity of the contents of biliary tract and nuclear atypia of the biliary epithelium by fluorocytometry. junction, the contents of the biliary tract were positive for mutagenicity (Table 2 , Fig. 2 ). The amylase level in the contents of the biliary tract varied widely from 850
706,400 IU/L but high in each patient, confirming intrabiliary regurgitation of pan creatic juice. However, there is no relationship between the amylase level in the biliary prognosis. There are not a few reports that histopathological malignancy nearly correlates with the incidence of aneuploids observed by DNA analysis.9-11 On the other hand, there are only a few reports on precancerous lesions.12 Nasiell et al.13 evaluated bron chial epithelial cells and reported a correlation between cell atypia and the content of nuclear DNA and right shift of DNA histograms as degree of cell atypia increases.
In our study, though the number of patients was small, the incidence of polyploids was high in the 2 patients with marked hypertrophic changes. In addition, in the two patients, the contents of the biliary tract was positive for mutagenicity, suggesting a cer tain association with the incidence of polyploids. These results support the hypothesis that anomalous junction induces regurgitation of pancreatic juice into the bile duct, and cytotoxic substances activated or synthesized cause chronic inflammation and resultant precancerous lesions, and carcinogens contained in the cytotoxic substances produce cancer.
